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Clinical study has shown that breast cancer patients are improved overall survival by
Bisphosphonate (ZOL). We investigated whether ZOL is involved in Epithelial-mesenchymal
transition (EMT) in bone. We showed bone environment promotes EMT in breast cancer cells.
Moreover, ZOL inhibits EMT in bone via stimulation of EMT inducing factor Snail
degradation by preventing its de—ubiquitination by USP45, leading to the suppression of
secondary metastases from bone.
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